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(54)Nelunibinis Semen extract for the treatment of depression 
Summary 

This invention is about Nelumbinis Semen extract for the treatment of depression, its 
manufacture method, pharmacological composites and health foods containing it, in 
details, it is manufactiired by extracting from Nelumbinis Semen by alcohol or alcoholic 
solution, and because Nelumbinis Semen extract shows powerful anti"depression 
revitalization and its safety is secured as a natural medicine, it can be useful as 
pharmacological composites and health foods for the treatment of depression. 

Representative figure 

Figure 1 

Index 

Nelumbinis Semen extract, Anti-depression revitalization 

Detailed statement 

Brief description of figures 

Figure 1 is a graph comparing the difference of struggling time between white rats to 
which administered mixture herbal medicine extract of this invention and contrast 
groups to which administered Rehmanniae Radix Preparat, Corni Fructus, Lycci 
Fructus, Pinelliae Rhizoma, Hypericum perforatum in forced swim test. 

Figure 2 is a graph comparing the difference of first latency time between white rats 
to which administered mixture herbal medicine extract of this invention and contrast 
groups to which administered Rehmanniae Radix Preparat, Corni Fructus, Lycci 
Fructus, Pinelliae Rhizoma, Hypericum perforatum in forced swim test. 

Figure 3 is a graph comparing the difference of first rest duration between white rats 
to which administered mixture herbal medicine extract of this invention and contrast 
groups to which administered Rehmanniae Radix Preparat, Corni Fructus, Lycci 
Fructus, Pinelliae Rhizoma, Hypericum perforatum in forced swim test. 
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Detailed explanation concerning invention 

Purpose of invention 

Technology that invention belongs to and former technology of the field 

This invention is about manufacture method of Nelumbinis Semen extract for the 
treatment of depression, Nelumbinis Semen extract and pharmacological composites 
and health foods containinging it. In detail, it is about manufacture method of 
Nelumbinis Semen extract which is characteristic of concentrated dryness after 
extracting from Nelumbinis Semen by alcohol or alcoholic solution, Nelumbinis Semen 
extract as a result of the process, and pharmacological composites and health foods 
containing it as an active ingredient. 

Mental damage generated in the complex modern society results from the slight but 
continuative and repeated stress in daily life rather than a big psychological impact and 
stimulus in the past. Because this kind of stress can't be recognized by patients for 
themselves and easy to be overlooked even in the hospital, sHghtly accumulated 
stimulus makes an individual suffered from depression. 

Depression is an emotional pathology phenomenon generated irrespective of objective 
situation, a disease by which all the patient's life is covered with melanchohc feelings, 
interest decrease, anhedonia, the decrease of mental movement, the pessimistic view of 
life and despair, suicidal wishes, even attempting suicide, showing various body 
symptoms of the appetite decrease, insomnia, constipation, and the sexual desire 
decline, etc. 

There is no theory perfectly explaining the generator of depression and the operator of 
antidepressant treating depression. But, generally it is the most powerful hypothesis 
that the lack of monoamine neurotransmitter in the synapse of the CNS (central 
nervous system) such as serotonin, norepinephrin, and dopamine gives rise to 
depression. Accordingly, all the antidepressants have the pharmacologic action that 
gives the density of neurotransmitter in the central serotonin or noradrenalin synapse. 

Among antidepressants, TCA(tricycHc antidepressants), MAOKmonoamine oxidase 
inhibitors), and SSRI (selective serotonin reuptake inhibitors) are used a lot in 
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accordance with the mechanism raising the density of neurotransmitter. 

Because there is serious side effects of heart disease induce in RIAOI such as 
phenelzine, comparatively old after developed, it is not used so much recently and 
anticollins side effect, sedation e£fect,and the side effects related with the heart's blood 
remain as a considerable problem in TCA such as imipramine as well. Accordingly, it is 
a focus to develop of antidepressants using SSRKselective serotonin reuptake inhibitor) 
as antidepressants with few side effects recently, fluoxetine, paroxetine, and sertraline 
etc. are developed as the representative medicines, with their clinical effects admitted 
widely. 

It is a tendency also in the West recently to admit and research the medicinal effects of 
the extract of natural medicine, the research related with depression mainly using the 
Hypericum perforatum extract called St. John's wort is under wayXNeurop 
harmacology, 1999,2 l(2),247-257;Cochrane Database Syst Rev,2000,(2),CD000448; 
Drugs Aging,2000, 16(3), 189- 197), 

In the research comparing medicinal effects of H3rpericum perforatum and imipramine,, 
it was reported that the side effects of Hypericum perforatum was fewer than that of 
imipramine, though anti- depression effects of both was the same level(BMJ, 2000,321, 
536-539), and that there was a possibility of controlling human cytochrom P450 enzyme 
activity in Hypericum perforatum(J Pharmacol Exp Ther, 2000, 294(l), 88-95). 

In Hypericum perforatum there are a lot of structurally different compounds directly 
or indirectly acting on CNS, In other words, Hypericum perforatum contains the 
activated compounds such as hypericin, hyperforin and dimeric flavones, which are 
known to have anti- depression effect and the anxiety relieving effect in the animal and 
man. 

Examining the operator, hypericin was proven to have antidepression effect under the 
existence of dimeric procyanidines contained in Hypericum perforatum extract 
(Regensburg, Germany, V. Butterwecke et.al., 45th Annual Congress of the Society for 
Medicinal Plant Research, 1997, Abstract No.Oll), and hyperforin was reported to raise 
the density of 5-HT ( serotonine ) in the hypothalamus and hippocampus of rats, the 
antidepression effect of hyperforin presumed to be related with the system of 
serotonine(J Pharm Pharmacol, 2001, 53(5), 583-600; P harmacop sy chia try, 
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2000, 33(2), 60-65). But, those who cannot be treated with existing a nti- depressants are 
about as much as 20% among depression patients, the level of the side effects of the 
anti'depressants like SSRI developed recently cannot be disregarded still, though 
relatively low compared with existing anti* depressants. 

By the way, various depression animal models have been tried in the development 
process of the antidepressants for the treatment of depression. In the early stage, the 
methods of giving strong stimulus such as intense foot-shock, cold water immersion, 
48h food/water deprivation were preferred, but recently the methods using repeated 
stress of neghgible strength are preferred so that the daily hves of modern people who 
receive mild, continuative, and chronic stress may be better 
reproduced( Psychopharmacology, 1984, 83, 1-16). Among them, CMS(Chronic Rlild 
Stress) model proposed by Wilier et aL is taken as the excellent depression animal 
model with reliability and validity (Neuroscience and Biobehavial Review, 1981, 5, 
231-246; TIPS, 1991, 12, 131-136). 

Mild stressed rat is indicated the case that its act change caused by CMS is observed 
during a few weeks of continued administration and does not happen habitually or the 
habitus can happen within the constant limited range (Psychopharmacology, 1997, 134, 
319*320). Various, chronic, mild stimulus such as overnight illumination, periods of food 
and/or water deprivation, cage tilt, change of cage mate are used in general 
experiments(Psychopharmacology, 1997, 134, 319"320). If such stress procedures are 
repeated, white rats show considerable decreases in the intake of sucrose solution as the 
symptom that corresponds to anhedonia seen a typical symptom of depression. The 
decrease of intake is known to continue for several weeks after stopping CMS 
procedures when any measures are not taken. Various antidepressants were clarified to 
be efifective to recover the decrease in the intake of the sucrose caused by CMS 
procedures to former level(Psychopharmacology, 1992, 109, 433-438). 

Nelumbinis Semen is a seed removed the matured true skin of a lotus flower, with the 
green core in the inside of it. It is sweet, fresh, and a little bitter with no smell. 

Nelumbinis Semen in which a lot of dextrine and saccharoid called raffinose are 
contained is known to have the effect of functional enhancement of spleen and stomach, 
relief of sleep anxiety, beautification and whitening of skin, easing action of 
inflammation and healing of wound as pharmacologic action. But, as for Nelumbinis 
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Semen, there has been no report related to easing the syraptom of depression until now. 

The inventors of this report aimed Nelumbinis Semen which has been used as a 
traditional private medicine, and investigated the pharmacologic revitahzation of 
Nelumbinis Semen extract, as a result of it, we completed this invention by analyzing 
that Nelumbinis Semen extract has more excellent anti* depression effect than 
Hypericum perforatum extract. 

Technical problem to be accomplished by this invention 

This invention is to provide Nelumbinis Semen extract having anti-depression 
revitalization, manufacture method of it, and pharmacological composites and health 
foods containing it as an active ingredient. 

The constitution and action of this invention 

To achieve the above-mentioned purpose, this invention provides Nelumbinis Semen 
extract having anti-depression revitahzation. 

And this invention provides manufacture method of above-mentioned Nelumbinis 
Semen extract. 

And this invention provides pharmacological composites containing Nelumbinis Semen 
extract as an active ingredient for treatment of depression. 

And invention provides the health foods containing Nelumbinis Semen extract as an 
active ingredient for treatment of depression.. 

This invention is explained in detail as follows. 

This invention provides the Nelumbinis Semen extract having anti-depression 
revitalization. 

Nelumbinis Semen extract of this invention is manufactured by l)the stage of 
extracting from Nelumbinis Semen by alcohol or alcoholic solution, 2)the stage to filter 
extracted material and concentrate 3) the stage to freeze -dry. 
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Above-mentioned alcohol or alcoholic solution can be used by selecting from the groups 
composed of 10-100% ethyl alcohol and 10-^100% methyl alcohol, and it is preferable to 
use 70-100% ethyl alcohol. 

The above-mentioned extraction method can be occurred by cold precipitation , return 
current or supersonic waves, and supersonic wave extraction is preferable. 

We, inventors confirmed whether Nelumbinis Semen extract of this invention had 
anti-depression revitalization or not. For it, after having administered Nelumbinis 
Semen extract of this invention, we added stress by applying light to the laboratory 
animals for 48 hours before the forced swim test. During the forced swim test, we 
measured the struggling time, the first latency time, and the first rest duration 
respectively. As a result, Nelumbinis Semen extract of this invention showed 
anti-depression revitalization, was additionally confirmed to be considerably excellent 
anti-depression effect compared with Hypericum perforatum extract used as 
comparison group. 

And, we, inventors made comparative study of anti-depression effect of Nelumbinis 
Semen extract of this invention with various natural medicines. As 
above-mentioned natural medicines of comparison were used Rehmanniae Radix 
Preparat, Lycii Fructus, Corni Fructus for recuperation, and PineUiae Rhizoma for the 
discharge of phlegm (Figure l). 



Figure 1 



Medicine (in Korean) 


Herbal medicine name 


Amount 


Sukchiwhang 


Rehmanniae Radix Preparat 


500g 


Sansuyu 


Corni Fructus 


500g 


Gugija 


Lycii Fructus 


500g 


Banha 


PineUiae Rhizoma 


500g 


Yunjayuk 


Nelumbinie Semen 


500g 


Haiperkum poforatum 


Hypericum perforatum 


500g 



As a result, Nelumbinis Semen extract of this invention showed considerably excellent 
anti-depression effect compared with the extract of Rehmanniae Radix Preparat, Lycii 
Fructus, Corni Fructus, and PineUiae Rhizoma. 
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This invention also provides pharmacological composites containing Nelumbinis 
Semen extract as an active ingredient for treatment of depression. 

The pharmacological composites for treatment of depression of this invention include 
Nelumbinis Semen extract above-mentioned as an active ingredient. Nelumbinis Semen 
extract above-mentioned can be administered by the oral or non-oral methods when 
clinical administration , and cab be used in the form of general medicine preparations. 

In other words, Nelumbinis Semen extract of this invention can be administered in the 
form of various preparations by the oral or non-oral when actual chnical administration, 
and in case of manufacture it is generally prepared with the use of diluents such as the 
bulking agent, the extended agent, the bond agent, the wetting agent, and 
surface -active agent or the shapeless agent. 

Tablet, pill, powder, granule and capsule are contained in the solid medicine for oral 
administration, and such a solid medicine is made by mixing at least one or more 
shapeless agent , for instance, dextrine, carbonate of lime, sucrose, lactose, and gelatin, 
etc. with Nelumbinis Semen extract. Except simple shapeless agent are used 
smooth-and-shining agent such as Magnesium stearate, talc etc. 

Suspension agent, liquid agent for internal use, oily agent, syrup agent correspond to 
the liquid preparation for oral administration, and various shapeless agent, for instance, 
the wetting agent, the sweetening agent, the aromatic agent and the preservation agent 
etc, can be included besides water and liquid paraffin that is usually used as simple 
diluent. 

Sterilized solution, non-water agent, suspension agent, oily agent, jfreeze-dry agent, 
and suppository agent are included in the preparation for non-oral administration. For 
non-water agent and suspension agent can be used botanical oil such as propylene 
glycol, polyethylene glycol, olive oil and ester such as ethyl oleate that can be injected. 
Materials for suppository can be used witepsol, macrogol, tween61, cacao butter, 
glycerol, and gelatin etc. 

Administration unit, for instance, can contain 1, 2, 3 or 4 times of an individual dosage 
or 1/2, 1/3 or 1/4 times. An individual dosage is preferable to contain the amount which 
an effective medicine is administered one time, and this usually corresponds to all, 1/2, 
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1/3 or 1/4 times of dosage a day. 

Effective capacity of Nelumbinis Semen extract is lO-^lOmg/kg of pharmacological 
composites for the treatment of depression, 20-60mg/kg is preferable, and 1-6 times a 
day can be administered. However, the administering capacity level to a specific patient 
can be changed depending on patient's weight, age, sex, health condition, human diet, 
administration time, administration method, excretion rate, severity of symptoms of 
disease etc. 

Especially, because its side effects are not worried compared with other synthetic 
medicines owing to natural extract when Nelumbinis Semen extract of this invention is 
administered to the human body and actually it is permitted to use it as a food additive, 
its safety is secured. 

Moreover, this invention provides the health foods containing Nelumbinis Semen 
extract as an active ingredient for treatment of depression. 

When the extract of this invention is used as food, the above-mentioned extract can be 
added as it is or used v/ith other foods or components of food, and used appropriately in 
general ways. The amount of the mixture of the active ingredient can be appropriately 
decided by the purpose of use (prevention, health or therapeutic measure). Generally, 
w^hen food or the beverage is manufactured, the extract of this invention can be added 
by 0.1'^!% of weight compared with the raw material, and 0.2 "^0.4% of weight is 
preferable. The eflFective capacity of the extract of this invention can be used in 
proportion to that of the above-mentioned pharmacological composite, though in case of 
long term intake for the purpose of health and hygiene or healthy adjustment, it may be 
below the above-mentioned range, but it is certain to be able to use even more amount 
than the range of the above-mentioned because the active ingredient has no problem in 
safety. 

There is no specific limitation in the above-mentioned types of food. The examples of 
food that can be added by the above-mentioned material are meat and poultry, sausage, 
bread, chocolate, candy, , snacks, confectionary, pizza, Chinese noodles, other noodles, 
chewing gums, and dairy farming products including ice-cream, various soup, drinking 
waters, tea, liquid medicines, alcoholic liquors, and the vitamin compound medicines 
etc., the private treatment medicines such as the supplying- blood medicine, the 
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recuperation medicine, the skin beautification and whitening medicine, etc. Moreover, it 
can be used for various prescriptions of Chinese medicine such as medical decoction for 
high fever, the heart, and stomach. 

As follows, we explain this invention in detail by using execution examples. 

However, the following test examples merely illustrate this invention, and the 
constitution of this invention isn^t limited to the following test examples. 

< execution example> The manufacture of Nelumbinis Semen extract 

After putting 500g of dried Nelumbinis Seme power into the flask containing 1 liter of 
70% ethyl alcohol to be extracted by the supersonic wave (Branson co.USA) in the room 
temperature for ten minutes, the upper clean hquid was taken. After extracting 85% 
of precipitation by using 100% ethyl alcohol in the same way, the upper clean liquid 
were mixed all. After concentrating the filtered liquid with the decompression filtration 
machineCEyela.Japan), by freezing-dry we manufactured Nelumbinis Semen extract of 
this invention. As a result, 95g of the dry extract was obtained. 

< test example> Anti-depression revitalization test using Nelumbinis Semen extract 
Nelumbinis Semen extract of this invention was orally administered to the 85'95 

day-old male rats of Sprague-Dawley, and Hypericum perforatum extract used for 
anti"depressants to the comparison group. The light of 300 lux is applied to the 
laboratory animals for 48 hours before the forced swim test to add stress. 

Struggling time was measured while white rats were put into the cyUndrical water 
tankCdiameter 22cm-30cm of water in depth) on the first experiment day for the forced 
swim test, the forced swim was done for ten minutes, and the forced swim was done for 
five minutes on the second day. 

As a result, compared with the comparison group in struggling time, though 
Hypericum perforatum extract showed 25.2% increase of no significance, Nelumbinis 
Semen extract showed increase of significance with 43.9%(Graph l). 

And, compared with the comparison group in first latency time, though Hypericum 
perforatum extract showed 75.8% increase of no significance, Nelumbinis Semen extract 
showed increase of significance with 90.2%(Graph 2). 
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And, compared with the comparison group in first rest duration, though Hypericum 
perforatum extract showed no change, Nelumbinis Semen extract showed decrease with 
59.0%(Graph 3). 

As examined by the above-mentioned, Nelumbinis Semen extract of this invention 
showed the anti-depression revitaUzation, was additionally confirmed to be 
considerably excellent anti depression effect compared with Hypericum perforatum 
extract as the comparison group. 

<comparison example> Anti-depression revitalization test compared with other 
natural medicines 

The anti"depression effect Nelumbinis Semen extract was examined comparing 
natural medicines such as the extract of Rehmanniae Radix Prep ar at, Lycii Fructus, 
Comi Fructus, and Pinelhae Rhizoma in the same method as above-mentioned test 
example 1. 

As a result, compared with the comparison group in struggling time in the forced 
swim test, though the extract of Rehmanniae Radix Preparat and Lycii Fructus showed 
the increase of 15.2% and 4,9% of no significance, and the extract of Corni Fructus and 
Pinelliae Rhizoma showed the decrease of 3.9% and 1.1% respectively, Nelumbinis 
Semen extract showed increase of significance with 43.9%(Graph l). 

And, compared with the comparison group in first latency time, though the extract of 
Rehmanniae Radix Preparat , Corni Fructus and Pinelliae Rhizoma showed the 
increase of 38.4%,29.2% and 65.5% of no significance, and Lycii Fructus extract showed 
the decrease of 21.4%, Nelumbinis Semen extract showed increase of significance with 
90.2%(Graph 2). 

And, compared with the comparison group in first rest duration, though the extract of 
Rehmanniae Radix Preparat, Corni Fructus, Lycii Fructus and Pinelliae Rhizoma 

showed the decrease of 63.1%, 31.6%, 12.4% and 62,4% respectively, Nelumbinis Semen 
extract showed decrease with 59.0%(Graph 3). 

As examined by the above*mentioned, the anti-depression revitalization of Nelumbinis 
Semen extract was confirmed to be considerably excellent compared with Rehmanniae 
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Radix Preparat extract. 

<Preparation example 1> The manufacture of soft capsule medicine 

We manufactured it according to manufacture method of soft capsule in the general 
rules of preparation to be contained in a capsule the components of Nelumbinis Semen 
extract manufactured according to execution example 1-lOOmg, bean oil 175.0mg, 
yellow wax 45.0mg, fractionated coconut oil 127.5g, soybean phosphorus lipid 21.0g, 
gelatin 212.0g, glycerin (specific gravity 1.24) SO.Omg, D-sorbitol 76.0mg, Methyl 
Paraben 0.54mg, Propyl Paraben0.90mg> Methyl Vamllin0.56mg, proper quantity of 
Pigment Yellow 203. 

<Preparation example 2>The manufacture of tablet 
We manufactured it by homogeneously mixing the components of Nelumbinis Semen 
extract manufactured according to execution example 1" lOOmg, corn starch 90.0mg, 
lactose 175.0mg, L-hydroxy Proyl Cellulose IS.Omg, Polyvinylpyrolydon 90 5.0mg and 
proper quantity of ethanol to be granulated in the method of wet granulation, and 
mixed with Mag. Stearate 1.8g to be 400mg per tablet. 

<Preparation example 3>The manufacture of capsule medicine 
We filled it up by homogeneously mixing the components of Nelumbinis Semen 
extract manufactured according to execution example 1" lOOmg, corn starch 83.2mg, 
lactose 175.0mg,Mag. Stearate 1.8mg to be content of 360mgper capsule. 

<Preparation example 4>The manufacture method of foods and beverages 
We, inventors manufactured foods and beverages containing Nelumbinis Semen 
extract as an active ingredient as follows. 

<4-l>The manufacture of chewing gum 

We manufactured it in general ways by components and content of Nelumbinis Semen 
extract manufactured according to execution example 1- 0.24- 0.64%, gum base 20%, 
sugar76.36 76.76%, fruit incense 1% and water 2%. 

<4-2> The manufacture of ice-cream 

We manufactured it in general ways by components and content of Nelumbinis Semen 
extract manufactured according to execution example 1-0.24-0.64%, milk fat 10.0%, 
fat-free milk solid matter- 10.8%, sugar 12.0%, glucose 3,0%, emulsion stabilizer(span) 
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0.5%, spices (strawberry) 0.15% and water 63.31 ~ 62.91%. 



<4'3> The manufacture of beverages 

We manufactured it in general ways by components and content of Nelumbinis 
Semen extract manufactured according to execution example 1"0.48 ^ 1.28mg, honey 
522mg, Thioctamide 5mg, Nicotinamide lOmg, Na riboflavin HCl 3mg, Pyridoxine HCl 
2mg, Inositol 30mg, Orotic Acid 50mg, and water 200 ml. 

<4"4> The manufacture of sausage 

We manufactured it in general ways by components and content of Nelumbinis Semen 
extract manufactured according to execution example 1-0,24-0.64%, pork 63,6%, 
poultry 27.5%, starch 3.5%, soybean protein 1.7%, salt 1.62%, glucose 0.5%, and other 
additives( glycerine ) 0.94^1.34%. 

The effect of invention 
As examined in the above-mentioned, Nelumbinis Semen extract of this invention 
shows considerably high anti-depression revitalization, and as Nelumbinis Semen 
which is the raw material of the extract, when used as the pharmacological composite 
for the treatment of depression, is harmless and good absorptive natural medicine, it 
can be useful for the treatment and the prevention of various diseases related to 
depression, 

(57) Range of claim 
Claim paragraph 1. 

Nelumbinis Semen extract which is manufactured by extracting from Nelumbinis 
Semen by alcohol or alcoholic solution and has anti- depression revitalization. 

Claim paragraph 2 

Nelumbinis Semen extract characterized in that alcohol or alcoholic solution 
mentioned in the paragraph 1 can be used by selecting from the groups composed of 
10-'100% ethyl alcohol and 10-100% methyl alcohol. 

Claim paragraph 3 

Nelumbinis Semen extract characterized in that alcohol or alcohohc solution 
mentioned in the paragraph 2 is 70 ^ 100% ethyl alcohol. 
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Claim paragraph 4 

Manufacture method of Nelumbinis Semen extract mentioned in the paragraph 1 
including l)the stage of extracting from Nelumbinis Semen by alcohol or alcohohc 
solution, 2)the stage to filter extracted material and concentrate it 3) the stage to 
freeze-dry. 

Claim paragraph 5 

Nelumbinis Semen extract characterized in that extraction method mentioned in the 
paragraph 4 is selected from the groups composed of cold precipitation , return current 
and supersonic waves. 

Claim paragraph 6 

Nelumbinis Semen extract characterized in that extraction method mentioned in the 
paragraph 5 is supersonic waves. 

Claim paragraph 7 

Pharmacological composites containing Nelumbinis Semen extract mentioned in the 
paragraph 1 as an active ingredient for the treatment of depression. 

Claim paragraph 8 

Health foods containing Nelumbinis Semen extract mentioned in the paragraph 1 as 
an active ingredient for the treatment of depression. 
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4r7i£.cHi77^xi olsfe s^eicii, ^^x-^th, g^. sjui, -a^SEi * c^gft!" ^J*i[=^ s^i-s Meic^. 

^gSoj ^^7\^jSt i?g§o| *|S7a|£J H-^gXSOl £j-g7|SS S-'^S|'7fl •aSSI-fe OlSS o^S| g^Cl.. Zl^U^ 'U^ 

S^o-Sfe- S^-yg7=i|o| A|'d^{synapse)UiolI aj3iO|-aj(monoamine)/HI ii!S^iS-ga(neurotransmitter)^ AI1S_& 

y(serotanin), iE.s.cHlIC|L-|| = s|(norepinephrin). £ni-Dj(dopamine) gO| ^^ti->{l Eli^ -^§§01 fr^^SE=|-fe 5!0l 

»^SXte tlSag-SSai ^o^^fe «|?l-L-|Sofl u\^\ 3.n S-^gXfl(TCA; tricyclic antidepressant 

s), a.ir,o[-eJ ^Alc^xfl e4x-i|X-li(MA01; monoamine oxidase inliibitors), Sfe -(^^=54 Alt^sy xHS-4^ <iixi|xli(SSRi; 
selective serotonin reuptake inhibitors) S-ol BtO| A|-Sit|jl Silcl-. 

7H^Sx! SEH@ 2l!«3(phenetzine) 521- airiOl-D! ^A|ci-xl[ °4X1|X|^ -felS-^^f ^OlE^fe ^^-^ ^^ 

sol ?j7i mmn m^o\\^ a- mou °jx! 8t°t>j, oioi=si-pi sjii- a-e s-^sxi ^sii^ ¥^s- iJ 

S *|S.x•l!SA^ ^d^^ A||SS.y(5- HT) X5iS4» XHsHxlKselective serotonin reuptake inhibitor: 0|SK 'SSRI'Bl- 

olSS- xlSX|o| 7ii^cHl sgol ajocH, =l [:HiL5^oJ efx-iisA-l #¥^A-iie(fiuoxetin6, xflgS; ^ 

^st), irh^AH|U(paroxetine, XflSS; Ali^X^S), Alls^g-gi(sertraline, Xligg; -S^^M) =o| 7H^^£jo■i 

^EcHfe AiS-cHlAHS. ^e^e^xH ^ggsi efjig ^A||(H| ?jocH, SMJsHAHfe St. Jo 

hn's wortEl- MSfe -sj-OlnliBlg li-ii£Fg(Hypericum perforatum) ^ftgS ?iT^7^ S^ElJL 5a'[I^( A^ei/rop 

harmacology , 1999, 21 (2), 247- 257; Cochrane Database Syst Rev , 2000, (2), CD000448; Drugs Aging . 20 
00, 16 (3), 189-197). 

©[■OlE-liSlg E-laHhSm- OiO|S.SFEJ(imipramine)Sl sf^g dijufh o^=p-OilA-i, x|SO^i S[-0|E^!B|S EHiBf-gOi 

0|0|aE|-iJ2t S'iJtl SESI ^jaj^S MOl^A-iSE ¥SrSS C4 54^01 MJl£lS;iII( S/l/J, 2000, 321 , 536- 539) SE& 
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, oFO|tt|E!g Ei£.E|-50| oiZj- A|S.a.S P450 S.± l!-^(human cytochrom P450 enzyme activity)^ '^n\^^ 7(-fe 
-sol SJgOl MJL£i2;!cK J Pharmacol Exp Ther , 2000, 294 (1). 88- 95). 

ShOlEllBlg E-iiBl-gOilfe g#^iy3>i|(CNS)(Hi 5ig £fe 7}^^:9.^ S|-§©|-t, ?S^oS «Fo|7|- ^ife E^S Si- 
thMSOl .^©Elo-I oicK ^ t|-0|iD||B|g 3iHJLE|-aS ■yxfl S^0|2||B|iy(hypericin), 5|-o|a-|3£e(hyperforin) §21- 
ir^SI-trgS 'Si o|ir*ll #^^e#(dimeric flavones)Ol JL&£J0-| SJoq^, oiMS §y ej^-o-ll gJoUi S^S^S 

rL ^BstMS, sholEflBldS tFolBNiBig Eia.El'S gcHI 0|&*||oj nsA|ohu|EJ(dimeric pr 

ocyanidine5)2J S-XtiSi-oflA-i ^•gO| lystiSiJlCRegensburg, Germany, V. Butterwecke et.al.,4 5^ Annua 

I Congress of the Society for Medicinal Plant Research , 1997, Abstract No. Oil), t|-OiJt|S.sj(hyperforin}& 

A|^^t^^(hypothalamus)2|- 8HnKhippocampus)cH|AiSj 5- HT(serotor»ine) ^^M^lt: Mai 

£|cH Sl-o|E-lai!{hyperforin)a| ^jJl-te AHlSSt! A|>iS!JiF fih^dSlfe ^SSciKJ Pharm Pharmacol , 

2001, 53 (5), 583- 600; Pharmacopsychiatry , 2000. 33 (2), 60- 65). :3.EHM-, -^SS S-:^!-^ goiife 7|So| 

Sh 4:3.(intense foot- shock), ae4l(cold water immersion), 48A|JLl- Q^O! £E-fe g ai-g-(48 h food/water depri 
vation) as ?^£E£.! x^^g ^Ffe g^^0| dsSSi^Ll-, iiecHfe e^s^^A-lS x!^54o|j1 El-S^ei ^MSll 

iTfe ttcH ejz^fii aj^g cH^ a HA^© 4» soi& assi a-^^sj ^E-ai^m oisste l>^'^o| ^^sk 

j1 Psychopharmacology , 1984, 83 , 1- 16). H StHWE. Willner S-Ol B-^ys^Olja Bffi- X|-^(Chronl 

c Mild Stress. OlSh 'CMS-a^ ef^iff) aMo| ^!S|E2|- E^&£» 3>S ^4=£.l- ^SS 5^aaS.Ai ©JSlJ-al N 
euroscience and Biobehavial Review , 1981. 5 , 231-246; r/P5. 1991, 12 . 131- 136). 

S-SFfl- -^E5||>ig Hj-a ^Kmild stressed rat)fe ffl-^^OU sffj- XR(CMS)CH| ^STS ^^sj B4§l-7t ^ ^L»- 
o| 7:|^5H ^2f7|LH S& eS-Elo-ixIzi 01501 iJo-|ufx| ^T-l'-K n ^#£^71- -y^t.!- S^LHoflA-l 

■ao-iy- gjfe- a¥» a-fi-^K Psychopharmacology . 1997, 134 , 319-320). ^fti-^ ^ScHlA-|fe 24A|2l- ^^7\{o 
vernight illumimation), ^ST'lZi" ajoj SEfe- g e|i^(periods of food and/or water deprivation), ?-i|0|x| ?SAj-(cage 
tilt), no\x\ bli^x|-o| ysKchange of cage mate) gai|- Eh^s^olai erfh xR^o| o|SScl-( Psychop 

harmacology , 1997. 134 , 319- 320). 0|£|- S-& >iSBi!^ Sxf-S eJ-^S|-B fi^FlSS da^^ g^y-OjEl-Jl 

S 4= -^aflij-SCanhedonia)©^! S#SS, X^ii-S-<2t|{sucrose soiution)S-| -a^il^cHlAH ^i-gH- i^^hS a 

oj7^i gcK oieH*^ ^^lg=2j a:±:fe o|-^ei *-|slS «i-xi g|« ^^(Mife CMS S*FS ^^Wn y- ^cHls x|^ 
Elfe 5i^s g^six=| aicK cF^si &-?-gx-iifes cms *j*|cH[ cfl-s 7.\%^^msii a^ig seH ^S^s si^ai?:! ^fe 

1311 aife aJCK Psychopharmacology . 1992. 109 . 433- 438). 

o!lx|-^(a^ls^)s. ojagoj .^^fi- <^oij gc-ilPlS xi!74°h Sxf^Ai, n LK^oil 2d^(S'i>)o| £^icK "^AHfe gin a- 

"^Xf^e Ci-l^oj e|-E!Jt>::(raffinose)Ete 9g tT^S.^JL 2.iSCH. e^Bl^TgO-Sfe B|S-Il|- ^S-oj 

4=e«&, 3i|¥Q|wi. ^SS&S-stg. s:|¥ ^^-islft §s| ^i!F7|- S^S4x={ $JcK zisHlK x|g77^x| -^gg g^^sl SSl-cHI 
cHct-lt.1- MjIS. Sife ^SoicK 

o|oi ^ WSxFS-B (M|S¥Ei -axRoi nj^Her^s. k\%5\o\ a§a €|-e^*t-o:i axl-^ ^S^ai sfei^^g sAl-fi- 

"yxj-^ ^^gO| 7|5£j ir^S-XllM Al-g£ife SfOlfiliBlg H-jiEt-g ^SgMcf-S. ^A-li& ^iz^» 
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S l^SS S-^S B^?;!-^ ^SgS ^iSScF. 

4!-7| gfS 5Ete gha 10 Uxl 100%S| oflBgl-Sfethyl alcohol), 10 lHx| 100%°! tHiaa-S(methyl alcohol 

4r7i "^n. &w sfe- §£i g^'sicHi sia- ^ 2/!sch ^anh ^§ei ^joi ui-s^5j§i.ci-. 

e ^^ax^ss & Si-sal ^m^o\ tt^m tr-as ?>fexi ^i-ojsK M?^cK o|s ^#^0:1 s yigoj ^4x1-^ 

^0:|fh #: S- Xli 4= ?^:aA|-( Forced swim test) S 48A1LI- SSh •y«SSO^|>^| SJg SO:|Sog.AM ^MBli^i* 
7^S^2^c^. S-xli ^^^Al^lfe goi- ^x\m m^y-\B\IL AlL^struggling time), tHS7^5lc:^7^ S^fe A|ah(fi 

rst latency) ^ m&S. bHS7Hll# a^JQ. Xl^fg A|2J-(first rest duration)® ^^^S^dt. =L ^jSt, g if^^ 

£. a|-Sx!-5S e gj-goj ?4xj-^ ^^gfii ^i^g sjn}.g ci.4.a( ^^ef 7:||fi^ u|i2. astf-SJcK •fef7|o| U|3LCH^ 

oi m ?i2j^AHfe MSAi^ife ^xm, =i^7\n, ai 74g-Ai7ife y-sF a^ss^s^cks. i). 





1^ Of g 


m %^ 




Rehmanniae Radix Preparat 


jSOOg 


11» "I — IT 


Cornl Fructus 


^500g 




Lycii Fructus j 


isoOg 




Pinelliae Rhizoma 


SSOOg 




Nelumbinis Semen 


I500g 




Hypericum perforatum 


SSOOg 1 



M ^^of ^ss sis* arsts-'^sa fe'-7i -axh^ ^sss ■a&s.s h-^sck ^^7\ °iKm ^gge 

¥0:| A|Oii S¥ Sfe biS^S. ¥0:|7i- 7|-fe5i-DN "yy^^oj ojofg xflX|o! -gEjj^ A|-g^ 4= E^lCK 

^. s^ssi ?jxF^ ^fi^sge -yxfl oj^i- ^o:i xm 5! ui3?si o^&i 7^x1 xii^o^ ^om ^ aifeai, ^mm 

V 2^ofe MS Al-Sefe Saxi §l,*^xi aifxil, #sxi S^HxI §i 7:!iBl-^x| go| a^x-i! afe ¥-Sxfl» Al-gsl- 
0^ ZE,Xfl@t:K 

¥oim mtt oi^ xjlx-ijcHte sxfl, £i-xl!. i^xll, ^mn\ §y ?Si^x-l| so| s.lf£|cN, ols^'gh 3.^ xWlfe ^x^^ ^« 

gcHl 5H0-IS. «|-u|- o|^i-o| ^^K]\ gig, ^jS, Bii^m. 4=H.S-iL(sucrose). Si S!£|-^> sxi| 



- 4 - 
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EEn B^n ¥S?ai OiaicHI iiimo[^ii: □[■nm$(Magnesrum stearate), a-a(talc) &4 SajXHIgS. A^g 

El^lE. iil-B^e!(iiquid paraffin) 0|£|(H| 0:i&j 7^x| cHIS feffi a-0|;<y|, gj-S-;^-!! Mgx-fl §01 Stfa ^ 

x||2|- ^^SX-llSfe SS.lf?igH|S (propylene glycol), #B|cHi^g^B!S(polyethylene glycol). S-BlM sa(olive 
ofl)i2t i^M^i 7|a, cH|llga|o!S(ethyl oleate)S^ ^Aj- ^hfeg" (H|:iElls go| A^S^ 4= aicK 5|-?ao| 7|xfl 
Sfe- ¥ISI#(witepsoi), Dha-SSCmacrogol), &S(tween) 61, ?F?l-£x|, EF^EIxl. ge|A-|iS SeHJ gO| AFSH 

^of e^ife. cHlS #e ^efsfoj 1, 2, 3 Sfe 4bHS ir^5!-7-<U S£fe 1/2, 1/3 afe 1/4BH# a-«lf- 4^ 2.'cK 

ym ¥-2fire bhif5<Bi-7isfe 4?-^ srgoi isichi ^o^mt: i^^sFcN, olfe s# iij ^o:jiro| s¥, 1/2. 1/3 

sfe i/4eiiofi stig-sj-cF. 

¥S§ xiS-S ef*r2E-fe!g£H|AH, ojx|-^ ^^gSj 10 Ujxl 100 ng/kgOljl. HHi-5|s|.7is.t 20 L||X| 60 m 

g/kgO|cH, 1- 6 SI J^o^S ^ aid-. B, <IS exFoll oith ¥o^gir £!-x|-o| -a^, -y"^, asf■fe^EH. M 
o|. -^o^Al^F. ¥o^|^a. uH^a. 5!£.^s| gS£ &cHi tq-si- ^si-g 4= gjczf. 

e ^^s^Hi cEi-e eaxh^ ^s^s ei^floii ^efsi-fe ^^^ei cite tr^ ^sfgoii uisi-o^j ¥^ 
s i^Sfii ijso-s Aj-sir s^. -fer^r^ggg zichs =a7i-si->{L!- ci-s -ns at ^« ^gat ^tii x^b 

1 LHxf 1 yHi-s]si->iife 0.2 L4!x| 0.4 ai^^S 4= 2Jc:K S ^ggsj -S-JiSirS ^71 

■sfe ^7mm -^^|o| g^ofe i^Q| o\tm 4^ ?JscH, l^si^Se ei-S^ '^ow o^^ti Sx-ll?!- g;i7l aH&of 

#71 5^<Hife xfls-s aici-. 'fer7i mmm 4^ ait <MSfii o^^fe ^tAiixi, fg-, 

^i'"^^, jJFxf-#, E|xK EFi^, 7|Et g#, oi-oi;^3Ll!^B stre H-texllg. zf-g SS4=, n, sU^xi 

a-a s=i u|EhBJ -^srxi sol ?joch_ a«xi Mgrxt h^di^xii ^t^o^. saxji s» e 4= a! 
cK sEst, ^c^n^^^^^im^m^M). m-^iL^^Wim'b.iumm), ^s^^%^{±^mmm) sjji- s^s o^iBi ns-m 

ofl£ Af-siJ- 4^ a'q-. 

B. tt7| 4IA|&ite e ass o«Ais|-fe B, B y^S^ Uigoj si-71 4!A!cH|<H| oFuInK 
<-MA|cHi> axj-^ ^Sgoj 

?jX|-^ m# ett- 500 g§ 70% (HilJgrS 1e 71- i|-2J »e|-i!iH<H| "sIjI UBO^M 10M2> ^®(Branson co. 

USA)S- ^ #S'2!^S sa^S3cK 85%, 100% olIHghSS 0|§SFo4 StJ*!- ^ #S<^* a 

¥ etrtl-SlE:}-. 0:iaIfE.t- o=|QHfe ^^<^0ill[7\{Eye\a. Japan)S fe^fj- -f-, &^ZiS&|-Oi & angoj ^yxf^ 

g§ n\S.t^9i^l n. S2t, 95 gS| a^^ggs <2^a!ch. 

85- 95'a@ >^EEHn. cF^BKSprague- Dawley)S 4=^ 55MOfl g agoi <2jxF^ ^Sg-g ?5?¥-Oi©|-o^^o 
UlJEgoSfe ^^SXIIS. AhSBIfe tl-0|E|[E|g ma^E^g ^SSS 3?¥0=|S|-S3c:|-. ^^X«4'?^gAt ^ 48A|2.HSei- U 
SSWOflTii gy(300 Lux)S S04gos,AH AEgi^^s 7FtF2M. 



S7i|^§-| ^2003- 0079104 



S-xl|4=??SAFS i^sKofl SSSgfal 4^2E(qg 22cm - ms\ So| 30cm)ofl fi^m 2o-|'s!ji lo&Zh a- 

n a^f, ?.^x^| ^?|Ai?te seh x[xm fci-|g7ia|ui gib Ai^i-g cb^^bi- u\j2.tw m cck uuasei thoiKSaig His. 

Efe ^SSe 25.2% S7I-S £25^14 frSj-^S Sife Ll-S, <£iX|-^ ^^Se 43.9%S| S7I-S MS5c:K s. 

1 ). 

5E&, tH§7^B|c:l■7^ g^fe Aizj-s cHseat yiiii§f-o4 s mi tFoimiBig ^HsLEm ^ss-fe 75.8% S7i-a m 
550^ 4fsi^oi sife efa. eixF^ ^gg£ 9o.2%2i ^si-^aife §7i-m mssck s 2 ). 

EES, ^ISM U^•S7^S!« g^jl Xi^a Aia-e CHS.5i!|- UlmtFo^ g oa tf-OlisllElg it-ijE.E^g ^^gcHIAife ajtF7K 

^^7mM u^2^ s-oi. e ifsai ^gge ir^g ir^s m-eweh, o^§e^ uiiEeos afss- show 

S|g 2^£Bl■g ^SmMcl- ^^^g S.j2^7|• ^§^1 ¥lo-|^S sr£]§^52c^. 

n 2,^x11 «^?^Ai7ife- mm fcHS7^E|JI aizj-s m^^^ amnoi « ten ^xisr ^ =?-y\xi ^©ws 

15.2% m 4.9% S7Fg M5?^L|- ^o|^0| <Si<iijl. iM-=^^^ §J ^SSS 3.9% Si 1.1% Sfiiil- E_l-E|-tH 
2^X1-^ 43.9%2J -fi^Sl^affe S7tS MSJc^^C £ 1 ). 

EEti, B^§7He|C|-7|- H^fe A|Z>g a^^^i^^ t^|j[iL5^0^ « HH ^X|#. ysl- J?#gS ZjZ^ 38.4%. 2 

9.2% sy 65.5% S7FS M$2°t-^ ff^si^s 8is;!Ji, ?7ixi- ^SMS 21.4% 34:^ ^Efy ehs. ^mms 90 

.2%Sj ^"l^aife S71-S SS^c:^ £. 2 ). 

bHg7-is!g xi^@ Aizj-s cH^^J^^ ammi # OH ^xis-. d-^^^. ?7|x^ ^ 

ZIZ,"- 63.1%. 31.6%, 12.4% SI 62.4% ^.1-3. ^X^^ ^SgS 59,0%S| if^rS L!-E}.U|?;it::l-( £ 3 ). 

<xWofl 1> ^S?J"Sx-llol x-ils 

^A|cH| loll Cll-El- Xii^a ^Xh^ ^SS 100.0 mg, S7|S 175.0 mg, ffsl- 45.0 mg, ol=X[-§t|-^?- 127.5 mg, 01 = 21 
xlS 21.0 mg, aBFEl 212.0 mg, gSWig {Um 1.24) 50.0 mg, C\- 75.0 mg, icl-Sh^A|oFAj*f Ai.[H|a 0.54 

mg, B:FSRA|2l-iMfrtf-SS^ 0.90 mg. EHIflUl-yS 0.56 mg, ^^ 203^ ^eo| 1 #011 sT^SJSE,^ 2t 

<3y|X|(H| 2> SXH|2j X-JEE 

^AlcHi 10| cq-El- XlliES 2jXF^ 100.0 mg, ^^^'t'^^S 90.0 mg, ^"S 175.0 mg, ^- t|-0|c^A| ^^^1.^ 

15.0 mg. *B|U|Uttl»B|e90 5.0 mg SU <M|EI-# SJ^o) 5SSM1 ^t.^^^ ^^JUt^'H^m. S^m^^ 

Jl i!:imo[mii oFziUI^ 1.8 mgS 7moi StftT 1S01 400mgOl ElSE^ EfS^^ojc^. 

<XliX||0^i 3> a--axl|oi XllZE. 

^AICHI 1011 [Ej■S^ XfliES "axl"^ 100.0 mg, ^4'4'S!M 83.2 mg, 175.0 mg Si >i:EfiO|-gfii- Ol-ZLbll^ 1.8 

mgSl ^StWI *Srtl-0:| m^cHI 36QmgO| Q-^ilfE^ S5iS|-S^d-. 

<xflx||o=ll 4> SI XllSgj-^ 

S aSx["^e <ax^^ ^ggg MS £fe SS. S^gS «l-7[£^ S-ol x-||s§|-23n:|-, 

<4- 1> ^iJSSl XllS 
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MMOil 10i\ [Q-SF XiiSS ^X!-^ ^ftg 0.24 ■- 0.64 %, ^ti\\0\^ 20 %, -yH" 76.36 ~ 76.76 %, ^s^f^ 1 % §y 

<4-2> o|-oli^a.ijo| xils 

^A|CH| 10i| CIJEI- XIISS ^gg 0.24 ~ 0.64 %. 10.0 %, 10.8 %. ^If 12.0 %, g?? 3. 

0 %. ■^S[-&SX][{>inH,span) 0.5 %, irS.(:±iE^tH|B|) 0.15 % SJ -g 63.31 - 62.91 %a| gj &g=o.s. tl-o=l S 

<4- 3> SSai X-llS 

■yANi 1CHI QjEl- niZEm e^XR ^ftg 0.48 ~ 1.28 mg. S 522 mg, S|^S.^l^O^□|E. 5 mg, L.\3.^m[a\^ 10 mg, ?! 
tl-B|M«S|-ftJl4M.» 3 mg, 'Mi^S-lBm-id 2 mg, 0|inA|a 30 mg, 2.SE{M- 50 mg Sy S 200 M£SJ S.^ gj Sj- 

MJ-m 1CHI m-BF X-||S€! 'SXF^ 0.24 - 0.64 %, 5^ 63.6 %. 27.5 %, £iM 3.5 %, CH^Bm 1.7 %. 

?3 1.62 %. as© 0.5 % g] 7|E{-^7i-§( gEWlS) 0.94 - 1.34 %2\ -fflfos t^Oi m^^2I 



(57) =S^Si 'S^l 

'axi-^(Nelumbinis Semen)S 5Efe S^a ^§51-04 XiiSSife §>fe -yxh^ ^^M. 

xli iS-cHi aioUi 'g^a 5Efe gf-a ^i^S-^^S 10 U|x| 100%S| oilUgj-aCethyl alcohol), 10 U|X| I00%fij D{|iJg^a(me 
thyl alcohol)^ ^-y-S 5oS¥&l -tdeiSlfe 5ig St-fe i^XF^ ^-tg. 

xfl 2tM>ii sio^A^, s^a sfe si-s ^'g^s 70 uixi ioo%o| oiiijohaej 5i« ^fe •axi-^ ^sg. 

sc-i rzx TB»'h ■ c 

xj 4t|-cH| JioUi, "^ti, £1-^ £Efe S&icl- ^gS. ^-SS eos^Ej -tjaiEJfe 5J« «i-SS_S sfe "axj-^ ^ 

^nFs*" 6. 

xHi 5S-(Hi siou-i, ^SE^ ^#ej 5js. tfe ^yxf^ ^^s. 

Afl is-o| ^ggg ^eo^ tt-^i^fe -^^m^ xi^s ^^g. 

<^ { O 
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